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Description 7 cctc c -co ccc ts o j accvcC;.e:- 'c a""" ty 

[0001] " nc ccct nvcr; on -c atos to a netc J 'o- 'js o F i crete r c f a pciyocct io of i^ccsl c ls a rl ,-i"i n ty 

Ccfy ng Sa»S'Lr'^iJb SlC" aS "JuT j OCCS pCtC'S tag ; S C X C r OSS C C P a SyiilC'T- Sl.:' 1 CrC O' tl'C dt'OVJ 

...so - tr s -etcc a'c otcy 'ivatod .^.d octs a "^atc a tot spec * ca y cc = tc aft r ty tag A'tc 

[0002] f-rcto '■ exp'oss-c ac j poo ' :>;' j ' opens to ^iiinq o' •-<? • i<gol pctcn to tc cafe v r: :in ,-f'n •y 

nfo osso'ijr; 'c s'.ay "^! r os::jc:,/o net v ; os **o* ^ eg „ro::i./"^ cjestacos c^n :>o "(covoa sncy t;y 

riC!C"sw: r, ':;TO'.^j'o ,, 5 cc e c ac :;s e:c e' ee'eirc vv^5r r^:ncT, ; :r> ~cfc on :)'o:c rcn^'icr^oo.: 

c' nicest VetCos tn at n r o cccc y ava iac o co sy? eo off 'no ■: ^ ; rg ecc Cn age rts cr spc o ' : tc-- 

tons soC as OaCer rt or col s :*ans f -: etocj w : vi oxp-es- oeratce or p~ :c d : cn = S ncc the a" ^ ty tags „ Ca'y 

s o 1 ; voc'o'S oi "'octeJwtn prjccc Ow res t c wit" n gh iff '-ity sp c~ :; cone <: c are ceccci 'or 

[0003] ir cruc- r c stjcy noiv aja: ;jr: terns a ' 'St -e- ? - s Mo subsequent o ut or w d ca ri o f ton deshoy canape 

cc 'G" cd ..s to oc*a r sjffio on a-rccts cf Pi at care- c gerc cc tc p- :te o cd otcc d 



.o lCC jl. L o jcica a' e o c- 



[0008] A" '1 t, tH-S PG3:CS gCCS C 



one- ca ana vsos s jc r> as act:vty tor ts 'Uo r aCt C" a-- r 'o Ca^ao c o ; oir J r ^ to a -pec '»;: :j r ^;:: F, c: paryic w 

sdys HfjctL'O deer -aii-cr ri-a ihc :: c t n s[jv r ' g- r-.*' :y V:: ,; e -s a u " t .• taqi. a-o -/ % 0vv i-: tre aP 

D^se tno gooos coJ r '^ 'or pie ^'Pc r is o' n :orcst rrc r'i!j ^ avo bec vv: v ; f c- ( the p\jr f cat o'' o' cro 

C C r 'Od r_, tO VOCtC';; P'at a OA the 0>Jf('SS 7' o' l r 10SO tO r S bxar'oiO. r: r 0 t M O i „Pj 0 " :i ! n C JO'TYi rs D ; c* ^tc 



.... .a:.. 



A :; ; Sta;:hy cci cc ,s ri.o;o. J --: g .Prif'- ore S Par': 



o<o*.: ss :g at ^ p^ ovo s 7~ s eve o»^ross or .Cr-.cjs tc . laS ' ' '^'atos: t "cni; o ,:c r cc I u jso c "d r " :; d ; :: - 

troqc'cat c " of urgo anoints o' or : to r o 'jf*e" n^o na r ^ pcyrOjioro oc ycysto n 2 :oyhis' ::ir'o 

tho d sadvantago d y 0 d ng ^sok.b 0 c "cto " wmc M s pol/nne^y a a r ' no ca'r-;;c:,Jn n:;ci. 0 - :: ' 

p^oscrt ^ so on f-ci r, c ^s^on ocd os i" 1 fio co^ls T ^0 oo^vi °? Tho-S-'- c i°d wit^ h ^ a* 4 i nry '0 ar app'opna'c 

ovor 0 <pt ossoa pj' dGn tPon ras to •: re sc. jc I /oc 00 rvpixwr cn is cvorca w *n *no 7Deci f 'C n-n :jm 5 partnc 
J co -.-ri ys = Alt^; ogr- s^cr -otr o:j; vv: ■» won 'c r cc^- f.0 case of pr jto r A '. \ coritecj st'pnar>: so nas boc" 

vr' o r ;n c"Cton ooncder rcird; o-isro c~ we cpt „s»: c *o- a" " ty cr ■ or- a! j g' -ichy r/ * ..s c r_ : r o*c oc: ; - 

a-a y^ s ^0 /,icy annoo ge s vVc:,co p cos etc ; c f so:: =« n g a p-cte n A oc-ia - Scroje-- et a ' FT/37 

tr e u<orcsied oicoin tnoy a-o not 5 a tac e f o r otho* - Vo' "7. 21 9t.-2L'C7) 7 : "h c ohh: ios a-o esc, -:Soj 

s'ud es ard fo- assays on proto r ' cof^"ip exes ■ r-> SassC'p'eld '"i^ r 7Ch- " -«9C ; c B8 A p asn> c voctcr 

[0004] Cj-oMy jsc C2 p'ctcocis fc cvo '-express ng cc la r nq a c.-.ssette cr- :oa,ng a ca^ocoH'' d - a-r ^ 

cctt 1 r "s a- c ^c"r,i y ca" cc c^t " nest col s 1 wdch po:tce s ava ^c e tr o r r :ct -itage^c 

trc cote r o f ^te r -.st s n ct "cr"v;i;y oxcessec ' ji ex- Nc-vi y f^s c :to -^s taggoc w tn or N y a" 

a-""'Ci e w k ic cu^a-yct c p'Ctoms a f o oxp-essoa r 1 bac- ty t ig a°d a-e :. w * ' ec ir :. rg 0 cc ' CaPor ^ ;ec ^ s. 

:eia AcrC Irc^ j^o r so ol:i cy cedars ::xc r csscc o 1, o r - ccos "j p cc: cr; ;: ..0 ' c -c T 'a r -p; • -c p- 

:r s r-c-oiro' ottcn sncv; a aCK 0' O'coc ocst Parser p A^ct^jr c :at-_:r >f ros" r ' mo cevent cna! ^c'^ccs 

: Cn L r cost 'cc at ca. - v ~oc:;' cat.::" sc os ccccd s f.at t r, cy are ao iptco ' o exp'es= ci of P^c: cc r > 

c cc :ssirg :;■ :;lyc ;isy d 0^ r 0 -c:c a. c r - y W . a; - . -C OiSC uses a rnotr-00 7 c>; 

[0005] Aro'bc ::csacvr:-tagc s tec 0 excess c c ; p-C5srg P.s 0- C"CP: rs - p'a-ccs ' vc ector a e t-er 

o n o cocc o f a c-:^Tlcx cvc r r a 'oro cgo^s sys- a^co r cd to tnc rc-Tb'a r -: : r ~ ^ocetccj fcr ^"hean- 

tem rr gnt no! ea:;i to -nc-oascc codjet-cr c f al tho c^o-00: cote ns arc- c;eavvc Li rq T EV >; -ctoase ar>j 

cc^o ex cciecno^ts ; .r;J r sc ,v c otrorro cases car scsecjerhy a + ' n ty pic * e :: v a a r a"-'" ty tag 

eve- r t ;sL't r st -ocp; : ng o J t^at crctc - cf nto-osttr. [0009] O'tor tne -df r ty ta :. s 'ccvoo n- - ;r 0 f ...s c- 

a- \-at.oc 3"^ -d-r a scee'e cctoa.-' 1 s.-e" -a * H e ':V ccteaso 5 

[0006] -create r— ? p-:*oes exen-rec ^fo ' caSa -cc -cwovc-' tct t' e c ■ ' ec *-ct r.r; o-Pa - cc- 

eve. s tno-ofce i"espensabe in r oa.c cases oct ap* stantia amounts C' tnis p-ccease iSe^ger et al 1 hP^c- 
cicp' ate Lcnficatio" p'ctocjis a'C c: oas y ivanacio ^* vvfnc sevce^y r r ts tr j aoc icat.::rs of s^c crdo r 

tc estac= c a a fac 0 cctcco Dove cp c; a cc *' Ca- [0010] : s cce'ce a- c. oct c*' t~c p'0-e F P ccd c 

: io n e c^c^c r eg« cs a cess ng Pc s r ccc a^ j p'^vs- tc c cv do a r.'ddci uccctiC '^ef^ cc fc ppcs 

ca p-c port os 0'' 'c ■ e target ccte n bv tr-a! a-c o f, c a rv j c b o f> Ceco *.> c c :te 0 ccrp exes mdoi cc - 
process n.^.'ig f tec 00s Pro ccnsj'r rg oe *5 pononts c f Succi f 5 tnoreof w n c h e ccc s tho d sad- 

cacse s.c a r \-. ys ::s "avo to cc receated 'c caC po; va 'Cages 0' \ "c clc ccdiy no! cos ac3 >-i cws ud- 

[0007] A'* r ; y 0.0 • ca" c -c-cs 'c- tc c ' cat to c . 7,s c- ceo c c. ' a so ct-c- ? CP i"at> 
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SPPXGS SOIC'ClOO ''O'" O'OtG r S P 0 n I 'J I OP !0S PO'^POX- 

es cf prole r s c D o'oc cc^ os ^D^^^^rco' ee l ap 



one- O'' f ico peiyoept des a ■ • :.^o c rv, co Si.0 

o* -i ^lor^oeeuie co-^p ox tno po-ypoir. cos 
spp^r ts co oq \, =.ea to at .•:<•;<: tw ; o ffe'"oot aft r. ,ty 
'aqs cr o o J vvic: cons sts e*' cp-e ( '^o'c ifjOj popp 

r pj .'jc'tv. r > o* S>.;; hy ppoocls poteenr A 

o: 'Id 'o r ~o, t' e ex^'O;: o r o'V 'O'^^O'" .pioo" 
:cn eo c rs '.'v.: one : tate oxpnets y o f poe cne c 
-ace ppypeotdcs or scp.o- Is 'O a nat ve 'c" v as 

uS : O r i p'oteios w in Poo H ft rPy taps 

o, eciact rq an or ou'i'ymq the one cr ncc 
peiyoc;: t pes e,- iub^rMs ey a c:;"^ 'i^cn o : at 
cms: two -j 'fee - : a'* ncy pv ' cvt c" steps oao 1, 

.ri.D^ r : > via one r-.f r> ;y taq to a ijepop oopc" a 
eaoab c o ( selectively o rd one: : f toe aff r ty ' -qc 
an:; sopapp nq *no ere o- n-co po ypee! do? o- 
spc ...r ts 'rono the Support -rater a -iflc s .rest ar- cos 

-■y. PCP^O tO P'C S^PPO't "P-PO'la, haVO POGr '0 

•roved 

[0011] A- a uoTdiiv'o r^rnc-c c' !~e • vent.:- vvn.c-* s 
pd't ...S-rly : ;etaele f o- oeieplmq arre o* pj' fyirq p'C- 
te r ji Loonoloou c ecurpexes is a '^etooa cotp- s n q 
the slops 

;ai p'ov o ~q o<pross o" o r v--'Q- '"^o r d oeeta^ oq 

at oast :wo s..:)/' o' a c yoocpc oo-o: ex 
o a. " be oq Pjsco to at east c r, o c ::i"c'or: a'f - ty 
taq.- ere o' wre r pons s:s o^o c: ■ -vq-q :qG pr"j 
r -q oo"" -j rs o'' r-.: rt ::ry ccc-ixos P r y.c;r A 
p ! ppi rtd "o^q t" o oxp'oss or- e r w ' or^^e^; „ncc 
co^o tiers t r vo J dC tatc express >:.n of too one c 
no'G sjbj'nts f " d ratvo f crr as fos o n protoirs 
w th tPo dffir tv 'aqs rr a ..rdor co r J : ens t^t a ow 
tno •'cr'"" dt : o n c f n eor-p'ox Pe'woo' t h o ore c*" n ^o- o 
soo..r ;s ana pc?f. P \ o*^e' ccn;x"orts PdpdP'O ef 
eo'^'p oxi^q v\ p- oro or -^O'e no^n ts 
e .': o' l':." t ■ 'p; -p' : p/ 'y " ; t '" o ^ . ro p ex o y n ,\. r> ' 
P "dt e'" c f at 0^: t tvvc d ; '0'0 F P -P - ty p^ r : cat o n 

^ r i : t s v a o'v r-* f tv taq te> f - s..ppjP "late capv.- 
P o o' so oot'vo v P "d 0 q :^ r c 0' t n c a ,f ty tc-pqs aoo:: 
scDdfat "g ;np oenej ox l o ,r t"0 -jppo't f ^ato f ^ 



"avc PC 



P'Xpo; 



[0012] 



P'Oto dssoc ated c trc ' w 'r ct r, cr p f ctc -is w r> o'" ; a-c 
t^or" Pa 'c soP^ r,i ts 0' w tn -yd C 1 s jti>." :es w" cf" Cr- ri 

, P PO 'O-.t.jM It-TtPS ^.P r -S 'OjCP'H ' P'lH\- ; S '.P rj" 

'"■^0" a/" tt soy 0 :p"-p: oxns :;• To» ; c.n pc -rt ' c-^ ops 

n \P; n t td-qot :"f,As An / e.-^o. t >:< r^ploci. o oer^pr s r q 

P'ossoo acco'U "q to *ho mvo r "' 0" ^pr • \,r-c oe^ - 
p'- s ng otnp'" ooi^pooeros w ni : h r i£ 5 ncia-o " a n^n'r 
staple opc.qr n :t to po uissoc dtoc) L)y f np a f f M ly s'ot: s 
s a p on-Q 'p .1 (. eon p ox P01' o-ir l c otdtiottpJ ni'iO.of 
p.o ; od oy t M o '^otned p' tno ^vo" :> A p-Ptee^ r;e'^- 
poxqo r ev. y jovotes a ee n p ox c 0 1 \\ 0 e " p p . 1 0 " ; ..o ■ - 

[0013] Tt o — Ids ic 0 socj..c"c:i t.-- :• 0 P'Oto n : ce 
pjr f ed ^est t 0 \'v.iwr c at Oast ava ' :Plc so tf- at t 
can pc c.cr.ca rdo \ pljCiC:C ac: :j wmcn s s ... "atpo to 
0' vo oxpr :.::S c r- n t" 0 pop r op- a to "est cl .0 o' eel '>eo 
oxp'oss 0- sypstc-ris ; r -; erot( r :;:r-p e> , ; t(j po ^ - 
■' od tnp n jp 0 o tcio r oepc ^c: cpv oast jn-o P its = - 
^nits has 'c bo k~cwr o- ava o 
[0014] !ro "e'-p - pqoes - pee 0 ap c tei^ - q tne- o> 
P''cssio" o' trc- p f "oto " to bo pon'ojti aepe ■ or' q *e t K o 
rvontior 'r^s " "p~Pi ns aeon \ ' ate -,o p.O' .0. - tno' a 

OW t tj bO -Tr. fdal^Pd 1' thit Of^OSOO hOSt CC i Or CO' - 

'■00 systen ? ^ en as p' o-^od " opj i' '" opss-ey ppo: r 
co o no soqoenp;;- . •• r -..- op • a" e- • an : po y As to:, 
[001 5] ^ p'- rc p'o any n ost : oil ,o at 5 oc n s cat o e vs t" 
t^o hcte r o : oqo ..s re:oo ae d 'npp w n o h t-'G c d yee;. - 
I do 5 o' s^Lur -s arc to oc ox; -"ossod s ; : t tapio as ae* 
exp'ossion onv r ,:nn"pnt T^eso po :•• c^n pc ero-.ar /ot e 
GO 'S sopn as :t^:to f a etc or ep^a'yet.c cons -:ucn -s 
yonst fc r o;i o r ■ , v, ,v r , >. v eo s -'o'ono: iy t^epreto^ 

r ts r, aooa nod S r'po - h :'n o: ; vopo" :; e ,v tr e 
pp 'P: :o; p- d c * at > y px;:rc r seo: al t ^ o ■ : c^c, 
ot "r s ras tri? acvaotaqo c' av:. orot; t^o d rr "a' ^ p' o 

CuSior boo.os : pip a so 'peaces ,r, c ns-. 'ox e effects 

on the co I tnat a r eqp anc^nts o' codain proto ns era/ 
avo - ^ rt boo"" c ro th s avo d ? p r ; y r q c-xoc s s prote ^ 

s.re.p ts t r vo a-c rot as.pj^-p od n*o a co^ plex 0'- t M -t 
; * a'O asso'^c loo '~'o r:bo"v f d e pneiexos sec above 1 

[0016] A^or P, -o*cy: p;;p? ppo; r ;C P O' POO'P; 

''■o ',.,s o n o'ot't 1 '^ '^a- f oo r -Pr -1..pod -vr; a eneso^ 

'P.P- CO "PC 00. ^ CP- ilP ()d P'- PP (PpPPt pr\= W t 'p" a ' tPP' 

t"o oxp'oss on cp' t^o f jyicr. p-otc ir pso 
11 ' [00^7] As a 'OaOy -pp t o-eo r'c tp- - senpn : "a; lp* - 

t'C ^O^^O^POS -1' 0 p'L ''OPiPiV :0 O-PtO J Pit t"OaP S '" 

ovc s r t h c co TP s s e ■ v o s ! j o " s ^ ' o t f ' a t f, op r Pto'~ 
s oxptossod r a "ativo fc" 1 ' Jat vo 'c r n - oans f " Pns 
eon ext that ri o p r oct c f o apvo y :oso to ratjra t^too 
o r: v-s p' a : s: ■ ..ot r e of the p- otoir s apn.ovod o too 
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GO S a j.^Cj" t 0 ' a 0 " 0 1 0 



.CO'' C't'. ^OlOiOO, ii '-j' 
t b 0 CXD'CiS 0 HOC. v 0 0 0' 
C OX JCC-i.SO I A ■ C '"0 

: S a ;v0 b .r S 0 G ' .. C*C 



[0018] Beoeoncnq - :-:c p-o'er o- s.D.r,: to be o. 

- ; oo »-o L,s o"*- oroto r oxoressoa • ~t , v:ce ic a.ny 0' 
secreted 'Oc '^0 co bao -"'OG .o^ Ate ,n aPvely tr-. qnt 
oo >ogotca to otrc oc ! LO n 'Od r V'iG r :s sec" as :no 
'Terror rt r, o 3epenerq o n tbe proton a^ apn'oorato 
'T etncJ is csea to extv.ot t'^o Ls.on b'Cton Vjt tno 
cois r-tfd '"GJ^r- W"Ob a cn p-e on s ox- 
cossiic w h ~ c fN is tn-qo'tca to - oerta r s..oce j -v ccr;- 
tij^ c q tbe '^e'^booo co oojane cs c toe co 

n.OTL M fi"C. t:iOSC G'qa'CllOS C* l^O COHS tr OTSCiVCS 

o tr be: b.o f cd v a t"c o no rg of tc:sc o.crb' px 

va cote ns ro-itco-iiy excoossco tner s- r, 4c:c: '.vhc^ 
crd to "no 'js-on p-ctcm of tbe lovcnboo 

[0019] Kot^O' it S ::0^ ClO '0 ClO f y bOTO.CC. 0 0' 

0'otC'- :cr o exes. s jl: l ' ts c o ■ h o r ^iGcst-rcos p~at 
a- o caoab o of L: r ^o nq tc c r cobble <r g vv 1 1 ^ tno £ .cs or 
O'OtO'' tjorcatea ricccc "q to tbe ^vol to "nose 
S.iOSln nee? Cn- b no tc ' js on proton o tne r d 'ocby o*' 
va "Mi' -ooc rites i.:\~*c- roc ators in t'liS CO'tOXt 
'■' r.yc'. 1 r ' vtn ncpA f - C" s c -.pao oo' o r ari^ tAO enco 
o enc eec cs so fese o cr^oleoc os are *oon cap 
o ( -i oC'T-'do d'tnoLqn 'oey thv not ce droopy associ- 
ates a f Oa:n otnor 

[0020] Ac: crairrq to tno invention t is a so z oss bio tc 
cc i-' r o.:' sy st ones fc '.bo op'OS: o rl o r tro pc iycep- 

"0'i;s n-:c cssri'-y to c"oc:t oxp'otscn of ccto ns ''G n - 
t r c :;l; ,;: ric d s u c n o^ tcoooo c O' 1 V.oio's cvy"'0S 

- o::sc^o. ; C' c r ' Vi''o 'o- '-sc c c" ro^c 'on" 1 ;, r.t c" sys 
tens : re :;o^Teo!-i y ^c-: Iric o is -vts sc t'^nl : s ^ct 
nocos-ri'V to ccsc r oo irosc systc?m i dcta ice; o j .b- 
oil 'etc. "icyto ysate system;- 'or trars latic^n ) A ceh- 
'roo o r " v t ,_ : sys^o^ s^c^jlo a so ai cw 'tonvo on c ( 
CO'^0 -':xcs 

[0021] vo o.o ' o^- cn , : rco'0 ' : to 'n V o-: 

t S p'-.r'i-'d^iOtOOT.p.oyri":'i t V ' c:ni on>0o::p -ii?-iy ;r^ ^ J 
; '"■ ty c .: ""s \\" cco'c^ '^t' x .c^toc vv o~ ' r o np- 
ci cp'-itc o no .'^q o-ctr-o' fo' t'^c- n ff r ty taq ^soj ^ t'Mt 

[0022] ir ^ccooj:V-:oa t- V o '^ct^cc :; f t->- 'nvco 
two nf " ty steos ri-o tv/r oo o.,: Brtscn y o--c" r-tf* r ty 
stop c _:rs sis o' a o 'o: "q stop >''' w cn P"o pev c ..s y 
oxt'nC'.ed p'Cto " s boc'd vir. ore ^f ts nf ; ^ ty taqs tc 
ri sjol o't ^Mtc 0;l wl" oh s covcoG w t n tno r pc oor r:tC 
cird.r.^ Orioncr or t r \H n'-n ty tag ""nor jrbou^d scb 



L'C'vct O'O; out o tcc.r g^os s jc^" rts Vr-ov oq -re v \ - 
0' t f ~o Sri t c o^ ,f c r ccr'oc r, trat ens - r o t^o -,c ccoc f, o- 

occ:ot ' ? ;*oiy tre f'cto '■ c.-.n be 'occ^ceo r t-e 
.-ni* 1 1 s o 1 * 

[0023] Accord nq :o one e*rbc;G'^em of t-c cescrt 
nventic^ n ' ,s on orcte r oSi ; nqio co.yp-nM^o p. ,s 
two Giffo F 0'~' a^in ty t-qs s exorosseo v\noiem one c f 
t f -e tnq^ c or" o;' sos co c nx'e ; qG b nonq go no-; r e c' 
p'oloi" A o f SLHb M ycooccos r-ooo 
[0024] More p-o"'or -ibly a epccfiC p-'Oec ytic JCr.v- 
ncjo s to s oo i sont rMno ^sior^ p' etc '~ bo tWt.!e r - 0 e one 
o' 'vq'c cc voeotiGos or sebjr^ts rirc ! h c? co c fv co 
ri" mty tr- qs oo Pc-;! co;tcolytc c oavnqo ri cws t f -e rc 
oioval o : a. lorict o r x of tno a'li- ty taqs oslocic ly tt'c 
gj o no oc, oor-: -5 of C'Otcc A 

[0025] =■,;•■ o:: y!c : (MVrigt : ,i :,y 

c: r -:TiCrii r^o i^s 0' o^/y^rit oa / 

T 'f'o crotco'oytro o oavaqe s tc tnat s csco tc c.Cr-.vc o" 
one of t*~e aft T:ty tnqs s orofO'at y ar on/y^ aPo ocov- 
nee s to nee roe sove'a p'otoasos wb c rire " qr ly 
scco'c J 0' cob r-ni 'O; rtcc soqeonoos -.vmon t^oy a 11 
c c-avo Cne of U'ose s r* sboci'ic clenvaqc site of Tc- 
Drocc: Mc^ Viros ■^tV wh ;r s c^aveo by t^o t^V 
p'ctertse N A Hooo'^b r rint TrV p'"oteaso s ava lab.o 
(, c"i 3 boo BR., "EV c oavaqe s to s b'e f o f a^ ; y 
utoc as tno oc'avaqo s;to tc e^ove l^z p'jtci" A do- 
ni n s f'O"" tbe 'lsic orote r 

[0026] zven roc o f efe r aby tn.e a'f.nity steo rq 
p'Oter A 0 nom q t o gG is ca ,r co oct f rst by o '""dciq tbe 
o r ~j 0" ^o r o ocyoeotoes c s~b~~ ts va t^o one o r 

po-t "V.:c- r a carrioc c' spoof' r h y to^d r, q * h o aftcy 
'O'ocv r o; sotsta" :cs not cOu"G to too soob-t ' ! r ratcr ai 
ro 0 sebr. at r g ?"c on 0 c tc-c 00 yoeptioos c sjo^i ts 
*'C tno ; joc crt -natc nai by bioav.rg o" t"o ;G:ncrg 
dcr»rvns via 'bo soocif.c p r o:oc vtic clca^ag : s fc; ard 
tnon rinotner a''*'ir'ity tag is used to pco f y tbe ostein fu r 
tno r v a a cor vootiona eljt or step ccn~p'' s nq one rg 
t r "o oc- ypoot oc- c s..o.oot v a anctnor a" n ;y m "; to a 

*no a*ter 'orov r-po bs'a'^ce? n ot occnr; tc ' l "e s Jobo»* 

Catena, a r 'Ll -OlOa at 'OJ fne bO ybOOt GO t:r S 00,^ f frcbi 
'ri.- ScpOC " 'OatO' a 

[0027] vV--o- t-e cote -s a'o coso-t at no-, ccco-- 

t'at C r1 S P'O C XO'OSS C r ' 0 n V 1 ' 0 ^'"'i 0 C t a 0 t r~ t'0> S^O- 
OCO ""'ator a a a'qe a'^C'J^t of O'CtOaSO S 'OU.J'00 to 

'0 Case tno oc^no roatenai r, cni tbe scpocrt rale a ^ 

Ot k "G'WC r 0i W k, O r tbO S^bSt'atO COCCO'OO-it 0" S OA a 

f " c r evo c f c ,r "/vre :s 'CC-, 'oo to c ve an e'Oc en! ore- 
tooiyno r oa:bc r - "no soccro: 0 c r ' cat oh stOL: is t^or — 
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[0028] > -owovor ~ so"<x o.ses "'ay ce jcsraCiC :c scenar os can be envs^qec arc: des-grec cy a :c'sc r ~ 

x (i xvo a I bx a" ^ to Mgs r ~ wo c case ; • ; . „• cos s-\ ed r xe xt 

s o c to ...I ■ sc :vvo c *xx d 'XxX cxtee y: c ooavaqc " [0036] '.'?'e',: ;i ":vM^ - a ju ! o" :o xe ; j l • : 

[0029] TO"-^r:C; C':j '-gtOt'X "VO- X or y : ■ - XX aO ! V "HO SOCf/'a r 'V Oig CCnsstP C: 4 a! OaSt 

'ric : tatcs o'f c ox oxdrontior o' proto xs of xte-cft D^t o r n: ca no^i. r r: r rv; poo! oe ;OoU-o Ga'^cdu ~ 
a. so a- ows ' i s ^ x; ax: oetootx; cxxx'xxs '- r "^nc; poi;! go as ar m ' f n i : y ' ric. :ms coe n oescooea 

exso^t corpoxos w X w •* . o~ 'xo poiyoopxjos x ro:: f.c: ,v rv "oiCri v nvn ae o xXXige'X) W^cv.c^ 

ox '1 i : s a r o xxxx a too x" cor:: exec o the a xct y x noa u r e r c r g cc. ;~ ti go is xog tro ec respond ng p.j- 

■ xj reedy og 'nocojics sue as Ixko 1 moc atcrs Tbs ' Vat ior s f < ;p ' can ox oX l . s « '"■ r j a ? cpox f Xatx a Xa* 

wood a Ovv scec: vc ' .-'i ";; br o'a • .-,xxX'. ^ SiCniecw't'Ontv; ;n ( r " xj c n I n ■ o a lJ r i c fa rg oex 
c r"dv Do polen* ri uxg^ o^/en '''on complex -ox- o" : ae tr-.g joi js to en rodjl ^ ^ 0 e pr osc roe o f low cox 

:l/os cexxocrs of ca c xr txo o.tiOo..eo:v bo oec jo 

[0030] Accjrairq to a second emcod mex o' Ox rg ri exxxa age"X UX" as a c bextix; ageX. ko EG- 

vorOci ; s poss ole ro: or- y :c detect or plo ry 010 iub- "^A :; 'o'or dC.y ax., 2 r ^M EGTA is ndood f of l r 0 ciu- 

w. r so: "O: f r o.; c r ' c otc oxo n cssoo o^: ri so :*J'o : c r s:op 

OjLSWoxos :r- : : r rc c,:po:0c s* ^ssoorO wrs : h c- p'O- [0037] A r ol^cr as^oc. 'jf '\' c p'oso r O "voOo" 01', 

:o rs occsscd ' n ^ g r cct w«:y o oy -j 'cc'Jy b r x 'o; s c p r c:c r co"s s: -g c' O'o; cr -nprc- 00 ycoo: jo^ o r 

::: t"ic O.s p-o'.cr :y \nj r'jctiy v ^ o'ner t x o oc, c; :o s..: ..r- :s ; jsc:: to at cms: Uvo f-'o r > :y :ags who'O r one 

X"" doolie co-vp exes ! a \js ?,v p'o:c n cf SuD- 0' :^o affirry Oigs •: d-s s:s 0' a: -oas: enc qCi o no r'g 

• :t H b O'-'^o ccj c c d'O'c .n cc-io ox s oo'o^nc- do^a n 0' S:apny co::>cc.js :;o v c h A 

c ro >r(< :coho rvo^tior :ho a'"" ^ 'y s'oos arc crcoo r ~ so [0038] Cone \.s : " colons acoo'd^g :otro rvo r "- 

:^a" otner ocrp.ex co'^ooncos wh or rave bojrcj :o :.o-- nro tnoso -:dai ? :ra «y incL.C!i r, g a O'o'oc yhs o:oav- 

'"o '.oicr o'o:om aro so as^ccia:o^ w:" :nc scc.jr: ngo oto p-o'c-aOy :o ooavo c ■ f f fo ";G P ro n g dc- 

-f:o"l'ie o/' caticr stops so : n a: troy can oc cotoctoo- rv M "5 cr :roso r \v oh t^o so::rd tag r op nose t=; ere 

c u r -f-ec as wo I o- :rc CS-s Ag^. tno sk on oo f so r i wi ' be ab 0 to 
[0031] ' 'hj 0 OTO i-OiiC oor 000 c> Can 00 'o ; Ttio ic 3£ so ocl ard oonsvue* tre r^c-s.' sc 'ac o ccnorMtons C: f 

t^c ovo'ossi-. r ~ erv tcner: ijc- as ooiloiar o:.r^p o«cs tags ana cluavago iOos a F io pc lypopodos ancoor scbo- 

A!:o f 'm: vo y o:ro' co-rp ox oo^ccooros rM> Lo aodoo ^ :s - '^s on p- :to - = dGpc r "o r'g on :ne affir ty strategy 

:o t'"io sjb^n :s aboacy exp r co:sed :c ( c™ cere exc? >.<■• .,sca ^he f js cr p p ctor car bo corstr^:too sc that : h e 

v.'/o cr no-iy i.vco do aoooo wte r ' :ho Subjr t coroa 1 - 'ig aoc vo-r^on'ocr od : ./ifi04t!C r dotoct 0- f isn og orc- 

prch; ^ s al-eaoy bocr o to a scppoO r^i ate r - 1 ir. coo^'os Car o*t ca" 00 :.jt 

r.r -iff nty [0039] Tree- are ic-veoa p:ss 0 't os 0- cor sbect r g 

[0032] I! s also oosop'o to oxcross two o^oOsO: :-o ; .:sto- : rotoo- ■■orr-opc fa: ,0" - ty trigs -vy so 

e ts of trie same 00^'p ox o -job as a f js on cole " w tf ''jsoc: cioso to oitbc o* tbc \ c r C: -tco^ ra' os c' t h o 

a 0 "co: n : a : * ^ ty tag W^co o;o s.jiooots assoc a to '^oy pc.yf. opt jo.si or sooci t;si to opiossoo * he order 
Cri r 00 ootcclea. 00 'i'loo ocssony :c getter -v o 1 otre- 4 - " vr \c r : f k, o oc^s a c :^soo w f ~ ok; po ypep: cc\s: to 

co'^ot 1 ox oco^oono^to by 0 5;c os 0' a' 4 r tv stops r s.ot.^ t s :■■ re: o ; t :,-o o^f 00: 0:0 cros accord ng to 

wrvr- oacr time t n o oonop'Cx is co^no va a aif f cre°t-y tnc a" n :y ^rotDCO' '0 bo cscd Sr^al peobdes scob as 

tagged s..:o-n f two or -co a'finty tags ca- 00 too CB^ can oven lo foseo to tno poiypeptdo(s) o f \ r ■■ 

\,seG wt r ' a s nqlo sooe t 0' a oo^io ox or w tb tv;o o r tcost r oc F ^r y ;as cng as t r -e F oad ^ ~; (f ane cn the 

F "0-C SOb.r tS W K Cr c 00 to 000'^ Ot^O' O r a'O S-'^p y ^ .O C C aC 0 'S " Ct C h ri TOOd: •'•'C'O'ViO.y *"0 *ags a'"0 ! C - 

ore oj M t n l^o sarot 1 ccmpio< ca*o^- r, ea r f ^ "' 0 "> c^d o' 'o o: o: yece* oo.s . c ■ s.o. 

[0033] ^ nc o.oibca* 0'^ stoos oar oo oa ,F ;oo c .0 as oo- .onosi wroo ■ t s oscoc al y o-o'oreo OmI to o qCi 

[0034] Scro? ooypootoos a'o p'osort - -rco t r oa r :ne cc^ciete fi.s c prc>"e r bo:ow ; oo by a px:oc vto 
ore co^-ok?>: so tnat Ox co r>, co r a;^to o f a'l co^x'oxes ^-^ c Oa^ago soe bx ofc !ag:s: -r -j t"0 po vooot oo;s ) o r 

car- co p.o '' cd s u Lu" I s ■ 

[0035] ore s Xcostoo '•,oge:oo^Aoe [0040] ^'x ' ,s o- p 1 o .0 -.a- a s 0 cc F 0a r r scco f x 

c a F s a so s.-cfact ot^or cc-x oxes B t^at a so 00 Oa r p' otoo yt:C c Oarage s lo *c f t f -o 'O'^cva o f t F io second 

ore o f tno ijb^rr.s o f A by f-s -g :"at s.o.ao- [ c f A to rb' 'n y tag ^o: " - o s t 0O00. 0 coo: 'v.t or^ o r a f bn ty 

ore tag ano f LSirg a s.oxr ; Ln.qi.e to :3 witr a d ''cent tags a r ^d 0 Orivagc r> fos is Ox :; r x w^ oxte r A do- 

tag " "e taggoo s,.ojr- t 0' o w 1: "zi to ri scec ' c s..p ^oirx of Stapby ocooocs as To f rs* a" r i ty tag w r ^ c r ^ 
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"i!y Oiq i .cci -r ov\o To c 
[0041] Aro:rc «yoc:: c : ■ 

[0042] A oc.c- cloo;' C 



0 ;,.C' d;, PC :. 3 'A 

"0 :J r cscr ; cop: c is 



-1'' CO 0> dC . C VuL. J' C C^ O C dCO CC J C "OC 
J^CCCJ ".'rt-'S^'TCJ 'HC P'OSC CC S SirtD y Of I'd 'Ob enp-y 



[0047] 



■Uocy 



is vocos -i:s 



w'i c -mci 'a:o too oxcoss co 1 of co f..s o ri lcOo o " d 
:oo: ,. c est co or cc.i cc systcc co cdoo so 

' reeos&rry oohd r oc-s ::cy £ s :es etc "^o pccKo 

riPG Ct'"Or CO'OC i GCGCGS r.'t S O GO'! O J SO ''VO PO; 
'uS C r D'GtO " £ profO'dLOiy CMp'CSSCCJ dt d PrlSd OVO 1 

so '/v.: : b p' odcoo m s do 'cc co ccs pccic 

' OO C d "''uO'nJ y ' r ■ O ' ^ S J f ' C f ■» 0 '" S ri ■ i 0 O X O ' CSSG O 

s.c" -i Wr.y rst :c r. cvv ccco: f o d ~q r o r ."e prctoir 

dooMcc nonces dio disc coco co :nc vector fc 
:c ooi r C r orco " :ccoye: o o' ckc/otcc is cms o 
: enq voc:::«'s r-.ro uoc Doc: ,r i Sd^D'OP", c: d Vc 
:cla f C ocoq lYc oo j rif C c og A . dLcccy Mc 
od c-a Sen:; Hdrcc ...abc o-c ry Pcss : 1 98oo E> 
os o* voders cg c crops LMCter occges o;ro 
\, 'Vi voces drd 'c h c 

[0043] ^ d co^cco ccod-c^ voces dro cr 
ectoo cod - eg pooomoo cassettes 0' -iff My tag 
ccri) cl cn> C toe cclo t: ac a coccq fco :no 

e ypoo: oe c ? .a.*r t y rtorost :c do ectod 0/ 
'-ecs of n retiolc c c r i " c; s lo sen n polype eo: ao 
' ""hjs n vec::; ^cscg r^g to [Vc fl vofH oo is his: 
ere wMch coos oo: cor Mir [\-q coJ-'ic; secjerxos fc 
co.ypGpLiGGis ; or sjLx.ni:; 5) c' o:orosl b.jt co^ldins 
'ro r:c;vG-r-or: oiec csropo^on:s p ls ^no or hco 
: c yr- jo ootioo r kc*s w O" crofov.t; y - 'oq^o 'cso o: 2" 
; :os " s.o:^ woy O'-it 'oo n ; o r '! o^ o'' r..: c c r jc o so 
curccs dCCO'Ci'Pg ;c cenvennond :1c oq 'Tio'^ods ^ 
oro ;: ; !oo . o. ri : f co oo>y r xo oo' :::: ^-\<y :o-ios : 
- voo :o o 'x :: 0 ^ ; r; o .so: ;p o ' ' :^o "vo"0..;" 



[0044] r r: \y 

c c f ^o r, scs "otcrc oqo.js n oc o c d: o sco ooro;os in 'oc 
cf two o r mere CrissGUGS each cc^p'-smg a: G^s: on} 
■:f o*fo on: r.ff r ty tdqs ono ccr?is*rg o 1 o r "o of ~io*"o 
■ ^ p ^oirq Joro- ns o f S'oo^v occs dL.os":^s O'o:o " 
A -i r q -H OrO! cno oo y n ..f oo* do ">0"'o-* r '0 r so r ' :^ 

M f.,'1-0' r..jp.0C -:C!OS Sl,C^ d \ QC'.Cj' r^r .?GC * V 

t; XL" O S - : :;*, ; S .OO " * - ■/ ri LO 0 1 n i 0 r, :p OX G.-.O". '-pd- i 
VV : 'l H 0 " 0' C '0 ".r. Jj 

[0045] Vor.C'S dOo:'C-q 0: -vo'H o- s^" Lo 
0'OSO'" cxOdSi~'0!^osor"Oi y 'j 1 ' o lop ri I i;o.i ooc ; 0~o o-.;s: 

[0046] ArcOhc obpxP 10o nyorp 0- s n c: oo^- 
oor rg ri oo:c r oioqo..s r\,c o c rio a o- ri voo'o* o f ;no 
"xc.r: on ' hose oo is cd r ^ oo o'o-vri'vo' o o o^-.d'vo: c 



o^qs 'o' oxri^po sdi'^ooc, n ocnto:J f os;n - ho oaso 
o' Onirroooli^ o nd.nq poptOJG riS l^o ri" r !y P:q C' qG- 
codicd 'csrs 'c dft r ty "-qs cons s: rg :f cot or A dc- 

r"di'~S A 00 : CM I y S .,00 - rC C^y COTp' SOL .d'OOr d^d 

op % .G' oo^vg'Ooom "I -He r.ls proteir^ C J ' f .:n: c r ' os- 
PGCd y'c d fr -ii:y c f, - f O"id:ogr,iphy r o't"or f'Oktprof- 
CriOly p'oy oc. dl iovs: c o p'COGolyti^ ^ ;on' sjcf- ns rt 
c n coril aqo'"'; CdpdD o por'oo^org i -cto .lys s o f d 
P'CCc^sc dr % d. P' c'-pnno-i dqcPs s^c r-.s co;ot rg 
riqeos vvhc c rcho p r o:odSO o OdP.-i: !o : f cCoo yt 0:i 
■y oiodvi ri g \" : ; jSicn pre 'i Whc '\\c L' r oj:oy:ic 
c c f :vnqo so:;s cc ^^oo -.■: vm p-ccoo. y jj"tr-c 

[0048] The fo cwng r- <d'"clos d-o : p'cs scvo to 
I'jslratc t^o nvert'O'i an 3 !s p r act zh\ a: p ca'oc n :hoy 
ri'G howovor no: oitonoovJ :o I ^o: ;^o =( ope of 'he m- 



s n ov;s a Cocnass o -Mmoo qo oo;oo: nq :ro 
*iMCt c r M:oo loo's - ^ of H yoas- R\Ao:ro:c" 
co'r^cx Protoox coro, ( oo t v 'V.^ss scoc- 

PO'OG'.'V "OO IdPOGC 1-2^ 3dOJS " 1 S-"" 

1 6-2^ ;V o ' o c xoecooc m this oon'p o> 2 
4-7 *G3resGr , : oo^toir-s t h dt d't lKO s ly >;nc - 
oatos \v true ccrq: ox co r Poo r 'GC given tno r 
soquoncG Bn'iCLS J 2:-14 rcorosG r "' : ' p^tcPd. 

OO'Pd'r 'On'PS ( ' OOSCTM P'CtOi"S' ti'-d'-O ' 5 IS 



d IrdCO -coo -: r* T ::V 



n p^is oarncj f it conn ' a' o" 1 " : o. no! qo f, o- 
di y O'o :aso .SC'O \ 2 f c cxan; ici t3mnos4 6 

so"! r t: rr ri*. vo ''OSri'o" coo cs or cjoqrd 
oat on code o:s L0cd"6 s d c <:j ro an j con- 
tains n adanon :■:> a pona f do C'tTcox o r o:c r 
ri cocci corq f pg'SO'tm p r oo:-;r 



oy omss spoot'O" icry Co'qn'i woo Pos i vo r 

octed ov \oj0rioc ct ^ ccNa: Ao-o 5o 
^.5A Gco.3hJ- \jorpo;cc:re 

ow Gvo of ceo tdc coos " th s p j ' f Od'. on 

soows ri Ooociss o s!ri' r o;0 qc ^ v. ;n c co 

' r c y c o r c r ^g o ' A o .0 c r; c : ; ac 1 
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point to t r, c -3 s^RNP secciOe pxX ns w anes "A cox ,w q f ro r 

2 4 and 8 s n ow tf'O l apNqxxx s q" a oebxxd ' c tat e a r or 1 y 



toe T LV 3eavaqe Poffc " nis ,r; x wv.s 
/ ri n" Lcchccoslx-'i c ex; arm q 2 CO x 
-mjs s x-y tStvo.aqe-e O^dOO^. cov 



. a r wo op! • • • i • -. i • • o r x / :- 'X • * i- V extoxx; 

'"at C»n a SO 00 sGC n aS HO riDjrda r -t OO'XX"! 

r aX levo" thoxx, only 'ye re CP, roc: nniu.O of 
p'o:c-;SO whs ..o)j: if ares 3 ard 4 ' h s rlen i 
yisdaXx -q-tm '^e xed 0.0 1 second cxr ' cx- 
' 0" stop 



Px 



[0049] A vco:o ooood rq i f.sci 0" ri yex' eoto^ 
:o ;rc 33- * -.V-Prjte r A oolP o ;«q was :o'^::l.c;cc 
.sog stdnG^/d ro:^cc:s "r 0 ' js on ex;c 0 scnesLb- 
.r ; of h c ode " 0:: xp> ex yeast cc no. r rcj 24 sxxx Is 

0 tola ""ho cIhso-g wcx 2 arsfco'xx: 0:0 yens; eel s 
ard a 2 1. c.jhxo ■?/ cc 5 0 <oress r q Xe or ye r whs p"o- 
paxo -xXrs wo e exPaotea frcxr txc clXoxo ooi's 
.srg a ^;'crc" pxs = T re complex whs px' f 00 by -> r d 

^qOo q0<- r -.00 ocad;-- ;;l ' -x] oy 1 b V p-otease c eav- 
aqe b r K;ir'q 3 xe o xx J r- at coal on cr.rija.i ~ cc"- 
x r rg bonds fo I )wec 0/ cutior w3o EGTA A steps 
wore caned :ut -it 3-4 C c>cep:o:J 'or TEV oleavaqe 
[0050] 'no first aO''y r.y -e tec 2qG step) whs oedoo^ec 
as *o ,«W5 

200 a o r IqG- Sepha x bo ccao suspension x^'ar^ada 

0' I — 130- bo'fe- "0 r-\d Irs C ed 8 0 160 r~V 
\aC 0 ' ' \^42 * ' ■ -o extract oo r 'oso::rd r ^q ap 
0 [ oxrr atony 10 2 0' y 0 a:: ' 0 3tx 0 wore adjusted O: P LJ 
'20- q3 ;x'3o exxorfat ons r_i ~3s 3 cm 6 0 Nh;2 
ard V-40 s oxt'ac: so utior was — ,xe 1 won l ho 200 
a of iq-3 - Sop r arc 5C- oc a ::s .-v^o rot-too n rooocO:- 
.x^n 2r 2 ^o.rs ^foe oo;OJ n G f r "H0t 0" w d SCH'OOd 
ara bends w-2" 1 o ji..°d ^aO^-'H wot wa&^od ' r st w x 
2t 'V' \ :: - ■ 00- :q : 2i olO'O'- ( cl jwod by 4 0 'T T 'hV: oav 
rifjo c ''cr 2 3 r.M "'S-02p-i8 2 iOO^^ V \aC 0*'.- 
\ : -''4 0 0 - '^V : 0" ' A ' '■ -\' 3 " " : 

[0051] ^ 10 01' qe: or j;o whs oiOr-v 00 h^c e cased 

whs ! eo w 2- * r> "EV :lo-.vaqe b.2 f O' a-d 30 .2 ^'EV 
lmoamso ard -ct-.tod ,% a J o C mojoa:o r 'o' 2 "plos 
' ' \. e jd'e Was 'l cove red I > qrnv ty f ow 
[0052] " o: soo:r-o o f - :v s:op 3a n^. r- ad r : y 
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-00..'^ pi-c-q b3fo- vo -V 3 -o':ao'oe:-a-c 30 
■rV tos 0, 0^ r u 120 '^V \ r i3 1 '^M Vq aoonOo * 



[0053] A';o f wa?" -q w 30 - :3 : '-^-:t 3i - op, 
... ^ r ,j . -.-to - ;o-rp oxo; wo'oo ..2 or: wi'.^ v 

3./:cos" 3 vi] additions of ;33C of "20 CtH:'^odj - 
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too qo w 3' Ceo^a ;s>o o ^0 ' nc r os^ t o : '.no prole " 
p.. ,f pa'. o" a^eio'w'ncn s dep eted n ; iq dcro" 
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Cror c:i 0.4 a pur ' Cat or XO Sri"" O 00 r "p t? x ! ,j " 
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Claims 



'"e'Os cl .toqa'^e.es a r o> oc 



a ; oovoq dr exp xss c r ' e^v x x'O co"- 

enoofjo^q orx x rxy e oclye opt oes xx e o^e 
c TccB4iy tscxt) oxo.ee, e c:r^piex the 



opt dc 



2coco.x co'o ^ A 



7 



EP 1 231 276 A1 



: D ' r i ■ ma <■■■•••■/< 0 e o.C''i.::-.L ' mo r o ' '"or; io 
'Jl' core; i mo- mai mo coo expxst or o mo 
crx 0' more po ysop: aes m s~oim is - a -v.: vc 
# c"v -is f c v pxtc r o wi'm mc a" 'v;y megs 

;C! 'J-'J tec- ng aro or px fy r O ! n c O'X m "''CC 
ypecOxs o ■ soon 0- : Y omm; xm ox X <>.'. 



Oox o 



s * o ; 



Or:.:" omm.o - x; p -x^-. '_-■•?, z"c m r-p x 
ec ypootoxs 0' sobjrxs v a one af 1 n ly tag X 
a s.gmoot oxim ri capaP o o J soioctivoly o.ra 
og mm o J rift mty tags, axi sopa'a' mj 'no 
ore f.-' '^O'O ccypeotxes m ^j^ r :s *'xx mo 
soopor* 'ra'e-a' a f om ;-opstamxm ^ob bsimd to 
the sjuport r> a'er a nave ccxx reoxvoo 

VoUxo roe md r x to o a r- J v\ h ex " : l:/,^: 1 mo 
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